U.S.S.N: 10/027,982 

Amendment and Response to Office Action dated May 16, 2003 

Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application: 
Listing of Claims: 

Claims 1-6 (Canceled). 

Claim 7 (Currently amended). A compound of formula I 



diastereomers, enantiomers or salts thereof 
where 

is hydrogen or R^ ; 
Riah and R jac are independently hydrogen, R * or -OR* ; 
RiaH is hydrogen; 

one of R2 or R i is hydrogen or alkvl and the other R? or R ^ is -Z4-R^, where: Z 4 is -Zj_i-C(OVZn- 

and R*» is arvl optionally substituted with one or more Z \ JLi_ or 
R* is alkvl: 

Ri-R^T^-ae and R ^d ar e ind e pendently 

(+) hydrogen or R^ 7 

(2) OH or OR& . 

(3} SHor SRfr 

(4} €(Q)q H, C(0) q R6 , or Q C(0) q R6 , where q is 1 or 2, 

(5) SO^Hor S(0)^ 




R 
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(6) hale, 

(?) cyano, 

(8) mtre^ 

(9) Z 4 -NR^ 

(W) JMW^-NR^R^ 

m ZrN»i*Zr*«reff 

P(0) ( OR^ f 

Ra and ar e each indep e ndently H, Z 4 -R6a , or Z 4 -44R ?a Rg a f 

Rst-Rsa , and R< & ar e indep e ndently alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkylalkyl, cycloalkenyl, 
oycloalkenylalkyl, aryl, aralkyl, heterocyclo, or hetorocycloalkyl, e ach of which is 
un s ubstitut e d or s ubstitut e d with Z +rZa and on e or mor e groups 

R^rRga^y^rRu and R^ 

(1) ar e e ach indep e ndently hydrog e n, or Z 4 R&»7-ef 

(2) R fa and R^may tog e th e r b e alkyl e ne, alkenylenc, or hoteroalkylone, completing a 3 to 8 
memb o red saturat e d or unsaturat e d ring with the nitrog e n atom to which th e y ar e 
attached, w^hioh ring is unsubstitut e d or substitut e d with Z 4.rZ3. and one or mor e group s 

(3) any two of R9 ?-R ^ and R4 4 may togeth e r bo alkyl e n e , alk e nyl e n e or h e teroalkyl e n e 
compl e ting a 3 to 8 m e mb e r e d saturat e d or unsaturat e d ring tog e th e r with the nitrog e n 
atom s to which th e y are attach e d, which ring is unsubstituted or s ubstitut e d with on e or 
mor e Z 4.7-Z3 .and Z ^f 

X 2 is [[CZ 3 a,]]NZ 3a [[,OorS]l; 

Z3a is -C(Q) n Z ^ where q is 1 H, hydroxy, optionally substitut e d alkyl, optionally substitut e d 
h e terocyclo, optionally substituted aryl, optionally substitut e d aralkyl, OZ & , C(Q) q H; 

n is 4-te4 2; 
m is z e ro to 2 1; 
Zj and Z? are hydrogen; 
Zi is -Z4-NZ 7ZR , where Z 4 is alkyl; 
Z+T-Zg and Za are each ind e p e nd e ntly 
ft) hydrog e n or Z 6? 
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(2) OH or OZ 6T 

(3) SHor SZ 67 

(4) g(Q) q H r _€(Q) q Z s or O C(0) qZ 6 , wh e r e q i s 1 or 2, 

(§3 SO a H, S(0) ^ 6 ,orS(0) ^ 9 )Zfr 

(6) hal% 

£7) cyano, 

(5) BitF% 

(10) Z4 N(Zp)-Z5-N Z7Z 87 

Z 4 4^Z M1 )-Z r Z ft 

05) Z 4 -N<Z W )-Z,-H T 

(44) 6*87 

(M) any two of Z +^Zarfrnd-Z^ on a given substituont may togeth e r bo alkylone or alkonylono 

compl e ting a 3 to 8 momborod saturat e d or unsaturat e d ring together with tho atoms to 
which th e y are attach e d; or 

(M) any two of Z+ ^-Zarand-Z^ on a giv e n substituont may together bo O (CH^ -Q-f 

Z 4 and Z $ ar e e ach ind e p e ndently 

(4) a single bond, 

(2) Zu-S<QVZ«- 

@) Zu-em^u- 

(4) Zu-€(S)^«- 

(5) Zu-0-Z«- 

(6) Z44-^Z«- 

(7) Z44 O C(O) Z ^- 

(8) Z44 C(O) O Z gf^ 

(9) a4ky4 

Z 6 -aftd-Z6a is alkvl: ar e ind e p e ndently 

(*) — alkyl, hydroxyalkyl, alkoxyalkyl, alkenyl, alkynyl, cycloalkyl, cycloalkylalkyl, 

cycloalkcnyl, cycloalk e nylalkyl, aryl, aralkyl, alkylaryl, cycloalkylaryl, hotorocyclo, or 
h e t e rooycloalkyl; 
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(h) — a group (i) which i s its e lf sub s titut e d by on e or mor e of the s am e or diff e r e nt groups (i); 

Of 

(iii) a group (i) or (ii) which is independently substituted by one or mor e of th e groups (2) to 
(15) of th e d e finition of Z+ f 
Zi and Z ^ are each independently hydrogen or -Z ^-Z^ where Z 4 is a single bond; 
Z^, Zg, Z9 and Z-j-q 

(1) ar e each independently hydrogen or Z 4 -Z^ 

(2 ) Z? and Z & may togeth e r bo alkylon e , alk e nylon e , or h e teroalkylen e completing a 3 to 8 
momb e rod saturat e d or unsaturated ring togeth e r with the atoms to which they are attach e d, 
which ring is unsubstitut e d or substitut e d with on e or mor e Z+^-Z^ and Z^ rOf 

(3) Zi or Z g , tog e th e r with Z», may b e alkyl e n e , alk e nyl e n e , or h e teroalkyl e n e completing a 3 to 
8 m e mb e r e d saturated or unsaturated ring tog e th e r with th e nitrog e n atoms to which they are 
attach e d, which ring is unsubstitut e d or substituted with on e or more Z+ ^-Za and Z ^f 

Zn and Zi 2 are each independently a single bond. 
(±) a singl e bond, 

(2) alkyl o n e , 

(3) alk e nyl e n e , or 

(4) alkynyl e n e ; 

Claim 8 (Previously presented). A compound of claim 7 having the formula 




Claim 9 (Currently amended). A compound of claim 8 where 
R2 is hydrogen or alkyl; and 

R3 is -Z4R6a, where: Za is -CfO)- and is aryl optionally substituted with one or more Zu Zg, or 
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(a)-Z4 is a s ingl e bond and R& , is h e teroaryl optionally substitut e d with one or more Z 4r Z 3 -ef 

(bfr-Zi ia C(O) and Raris 

(1) aryl optionally s ubstitut e d with on e or mor e Zi_Z^-e^Z^t 

(2) alkyl optionally substituted with one or more Z ^Zi-^Zij 

(3) cycloalkyl optionally sub s tituted with on e or mor e Z ± —Tt^. or*Z^ ; or 

(4) heterocyclo optionally s ubstituted with on e or more Z ^Z^-e^hZ^^ef 
(e)-Z 4 is C(O) Q and R& » i s alkyl, cycloalkyl, aryl or aralkyl, any of which may b e 
optionally sub s titut e d with one or mor e Z i-Zrer-Z^ 

Claim 10 (Currently amended). A compound of claim 9 wherein RiablMl and Rue andR ^ are 
independently H[[,l] or alkylff,]] hydroxy, nitro, halo, OR& -NR?Rg , C(Q)^H or C(0) qR6. 

Claim 1 1 (Original). A compound of claim 10 wherein Ri a b and Ri ac are independently alkyl. 

Claim 12 (Currently amended). A compound of claim 8 having the following formula 




R 



where one of RubHJ] and Ri ac and-R^ is H and the other is alkyl or -OR* two-are 

indep e ndently alkyl, hydroxy, nitro, halo, ORfr -NR?Rg , C(0)qH, or C{0) <fa>. 



Claim 13 (Currently amended). A compound of claim 12 wherein one of Rubll,]] and Ri ac a»d 
R^a4 is H and the other is two are ind e p e ndently alkyl or OR^ . 



Claim 14 (Previously presented). A compound of claim 13 wherein R] ac is H. 
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Claim 1 5 (Canceled). 
Claim 16 (Canceled) 

Claim 17 (Previously presented). A pharmaceutical composition comprising at least one 
compound of claim 7 and a pharmaceutically acceptable vehicle or carrier therefor. 

Claim 18 (Original). A pharmaceutical composition of claim 17 further comprising at least one 
additional therapeutic agent selected from anti-inflammatory agents, anti-proliferative agents, 
anti-cancer agents or anti-cytotoxic agents. 

Claim 19 (Original). A pharmaceutical composition of claim 18 wherein the additional 
therapeutic agents are selected from steroids, mycophenolate mofetil, LTD 4 inhibitors, CTLA4- 
Ig, LEA-29Y, phosphodiesterase inhibitors, antihistamines, or p 38 MAPK inhibitors. 

Claim 20 (Withdrawn). A method of treating a Tec family tyrosine kinase-associated disorder 
comprising the step of administering to a patient in need thereof, an effective amount of at least 
one compound of claim 1 . 

Claim 21 (Withdrawn). The method of claim 20 wherein the Tec family tyrosine kinase- 
associated disorder is an Emt-associated disorder. 

Claim 22 (Withdrawn). The method of claim 21 wherein the Emt-associated disorder is selected 
from transplant rejection, rheumatoid arthritis, multiple sclerosis, inflammatory bowel disease, 
lupus, graft vs. host disease, T-cell mediated hypersensitivity disease, psoriasis, Hashimoto's 
thyroiditis, Guillain-Barre syndrome, cancer, contact dermatitis, allergic disease, asthma, 
ischemic or reperfiision injury, atopic dermatitis, allergic rhinitis, or chronic obstructive 
pulmonary disease. 
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Claim 23 (New). A method of treating a Tec family tyrosine kinase-associated disorder 
comprising the step of administering to a patient in need thereof, an effective amount of at least 
one compound of claim 7. 

Claim 24 (New). The method of claim 23 wherein the Tec family tyrosine kinase-associated 
disorder is an Emt-associated disorder. 

Claim 25 (New). The method of claim 24 wherein the Emt-associated disorder is selected from 
transplant rejection, rheumatoid arthritis, multiple sclerosis, inflammatory bowel disease, lupus, 
graft vs. host disease, T-cell mediated hypersensitivity disease, psoriasis, Hashimoto's thyroiditis, 
Guillain-Barre syndrome, cancer, contact dermatitis, allergic disease, asthma, ischemic or 
reperfusion injury, atopic dermatitis, allergic rhinitis, or chronic obstructive pulmonary disease. 



